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DIABINESE 





Medical Letter consultants believe that the published reports and the adver- 
tisements on Diabinese (chlorpropamide) do not fully reflect the toxic properties 
of this drug as indicated by current experience with it in the management of dia- 
betes. Instances of severe liver damage, exfoliative dermatitis and thrombo- 
cytopenia are now being observed. A review of both Diabinese and Orinase is 
being completed; in the meantime, the use of Diabinese in place of Orinase as 
an oral antidiabetic agent is not recommended by Medical Letter consultants. 








NEU TRAPEN 





Penicillinase (Neutrapen-Schenlabs), an enzyme derived from Bacillus ce- 
reus, inactivates or destroys penicillin in the blood. While it is recommended 
by the manufacturer for the treatment of both immediate and delayed allergic 
reactions to penicillin, the few reports that have been published indicate that it 
should not be depended upon for the relief of immediate, anaphylactic reactions. 
After the anaphylactic emergency has been controlled by epinephrine and other 
measures, however, penicillinase may be used to control such delayed allergic 
symptoms as urticaria, dermatitis, arthralgias and fever. 


Because the severity and duration of delayed allergic reactions to penicillin 
vary considerably and because they all eventually clear up regardless of treat- 
ment, it is difficult to appraise with any certainty the effectiveness of a drug 
such as penicillinase. Notwithstanding the limited experience with it, however, 
the drug appears to be a useful addition to adrenal corticosteroids, ACTH, and 
antihistamine drugs for the relief of delayed penicillin reactions, 


DOSAGE AND SIDE EFFECTS - The recommended dose of 800, 000 units of 
penicillinase (suspended in 2 cc of distilled water and injected intramuscularly) 
is capable of inactivating penicillin for about four to seven days. If allergic symp- 
toms persist, injections may be repeated at four-day intervals. Until more is 
known about the side effects of penicillinase, it would be prudent not to give more 
than three injections of the drug. It should be remembered that penicillinase is 
a protein and, therefore, potentially able to induce allergic reactions. Anaphy- 
lactic shock and other allergic reactions have recently been reported (JAMA, 
169:593-594, '59). Other side effects reported so far, after intramuscular in- 
jection, include pain and tenderness, sometimes quite severe, as well as red- 
ness and swelling, at the site of injection; and low-grade fever. Intravenous in- 
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jections can cause severe chills, fever, dyspnea and cyanosis, and should be 
avoided. Penicillinase should not, of course, be given with penicillin to prevent 
allergic reactions, since it would destroy the activity of the antibiotic. 


USE WITH VACCINES - Penicillinase has been recommended for patients with 
known penicillin sensitivity who are about to receive poliomyelitis or other vac- 
cines which contain small amounts of penicillin. Since the incidence of allergic 
penicillin reactions after the injection of such vaccines is not high, even among 
those with known penicillin sensitivity, and since penicillinase itself can cause 
allergic reactions and side effects, it seems reasonable to use penicillinase only 
when allergic symptoms actually appear. (The high cost of penicillinase - $8. 75 
per recommended dose - is an added reason for not using it routinely. ) 





Penicillinase will sometimes reduce the severity of urticaria without com- 
pletely eliminating it. In such instances an antihistamine or a corticosteroid may 
be required to supplement the penicillinase. According to the manufacturer, pen- 
icillinase ''will not immediately reverse the established vasculitis or acute ar- 
thropathy of a long-standing penicillin reaction. '' The implication that penicilli- 
nase will eventually reverse these disorders is not supported by experience thus 
far. 


Despite its limitations, penicillinase appears to be a valuabie addition to the 
physician's therapeutic resources for the treatment of delayed allergic penicillin 
reactions, particularly for patients who do not respond to an antihistamine drug 
or in whom there are contraindications to the use of corticosteroids. 


DIMETANE 





Parabromdylamine maleate (Dimetane-Robins) is a relatively new antihista- 
mine with one special, though seldom needed, virtue: in its injectable form it 
appears to be the least irritating of the antihistamines for subcutaneous admin- 
istration. 


Apart from this virtue, however, it is just another antihistamine despite the 
claims made for it. Dimetane differs chemically from chlorprophenpyrjdamine 
maleate (Chlor-Trimeton--Schering) mainly in having a bromide radical in place 
of the chloride radical. It is similar to Chlor-Trimeton not only in chemical 
structure but also in pharmacology, effectiveness, and side effects. (Thomas, 
Annals of Allergy, 16:128, '58). Because people vary considerably in their re- 
sponse to different antihistamines, both therapeutically and in side reactions, 
however, Dimetane is a useful addition to the long list of available antihistamines. 
Like almost every other antihistamine, Dimetane will be shown by trial to be best 
for some patients, even though it will be found relatively ineffective or relatively 
high in side reactions for others. Like Chlor-Trimeton, Dimetane can cause 
such side effects as drowsiness, gastrointestinal upset, and urinary frequency 
or discomfort. As with Chlor-Trimeton and a number of other antihistamines, 
the incidence of such side effects is quite low. The cost of Dimetane to the pa- 
tient is about the same as for Chlor-Trimeton - about $3.50 per hundred 4 mg. 
tablets. 
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TETRACYCLINE AND NYSTATIN 





It is claimed that the administration of tetracycline and other broad-spectrum 
antibiotics is often followed by systemic infection, or by infection of the gastro- 
intestinal, genital or respiratory tract, with monilial (Candida albicans) organ- 
isms. In an attempt to prevent these complications, several pharmaceutical 
houses have added nystatin, a fungus inhibitor, to tetracycline. Achrostatin V 

Lederle) is one such combination; others are Mysteclin (Squibb); Comycin (Up- 
john); and Cosa-Tetrastatin (Pfizer). 


The theory behind these combinations is that tetracycline suppresses bac- 
teria antagonistic to the fungus and permits overgrowth of the fungus; therefore, 
a fungus inhibitor should be combined with the antibiotic. One trouble with the 
theory is that true clinical Candida infection following tetracycline therapy is so 
infrequent that prophylactic use of nystatin is hard to justify. While the fungus 
may be found in smears or cultures of the oral, vaginal, intestinal or respira- 
tory tract after tetracycline therapy, such a finding does not mean that the fun- 
gus has invaded the mucous membrane or is responsible for diarrhea or for such 
irritative symptoms as sore mouth, ano-genital itch, etc. 


NO REDUCTION OF SIDE EFFECTS - There have been reports showing an 
increase in the number of Candida in the stools after tetracycline therapy, but 
other reports have shown no effect or even a decrease. In the single well-con- 
trolled clinical trial with the combination thus far reported (C. R. Rein et al., 
Antibiotic Med. & Clin. Therapy, 4:771, '57) it was found that ''the over-all in- 
cidence of gastrointestinal and other side effects was quite similar both with 
tetracycline-nystatin and with tetracycline alone....'' 








Gastrointestinal symptoms are fairly common after tetracycline therapy, and 
because Candida and other monilial organisms can often be found in the stool at 
such times, it is easy to assume that the symptoms are due to monilial infection. 
However, the explanation for gastrointestinal side effects of tetracycline is more 
likely to be found among the following causes: 1) overgrowth of such tetracycline- 
resistant bacteria as staphylococci, B. proteus and B. pyocyaneus; 2) individual 
sensitivity or "allergy" to the antibiotic; 3) direct chemical irritation of the stom- 
ach, intestine or rectum by the antibiotic or its breakdown products, and, rarely, 
4) vitamin deficiency from interference with the bacteria essential to vitamin syn- 
thesis. Monilial infection is one of the least frequent causes of diarrhea from 
tetracycline therapy. 


SYSTEMIC INFECTIONS - Systemic Candida infections (determined by posi- 
tive blood cultures) are rare, occurring usually in debilitated patients, in patients 
with severe diabetes or other chronic or neoplastic diseases (leukemia and Hodg- 
kin's disease), or in patients who have had prolonged steroid therapy. Since ny- 
statin is poorly absorbed from the gastrointestinal tract and cannot be injected 
(it causes severe tissue irritation), it is not useful in treating systemic monilial 
infections (amphotericin-B is the preferred agent at the present time). Poor ab- 
sorption from the gastrointestinal tract also means that nystatin taken by mouth, 
with or without tetracycline, is not effective against oral or vaginal monilial in- 
fections. 
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USES OF NYSTATIN - Nystatin itself does have a genuine usefulness, how- 
ever. It has a suppressive effect on the growth of Candida albicans in the test 
tube, and it is clinically effective when applied topically in Candida infections of 
the mouth, the skin, and the vagina. While nystatin has proved helpful when 











taken by mouth in the treatment of intestinal moniliasis, a finding of true intes- ited 


tinal moniliasis is extremely difficult (A. M. Kligman, JAMA, 149:979, '52), 
largely because monilial organisms are part of the body's normal microbiolog- 
ical flora. A positive diagnosis of mucous-membrane monilial infection is al- 
most impossible to make bacteriologically; the only reliable method is the demon- 
stration of characteristic lesions in the mouth, in the vagina or, by proctosig- 
moidoscopy, in the lower intestinal tract. 


For true intestinal moniliasis, the adult dose of nystatin (Mycostatin-Squibb) 
suggested by the AMA Council on Drugs is 500, 000 to 1, 000, 000 units three times 
aday. (All of the tetracycline-nystatin combinations contain 250, 000 units per 
full-strength capsule in addition to 250 mg. of tetracycline.) Adjustment of the 
dosage to the requirements of each case is, of course, simpler when the drugs 
are given separately, assuming both are needed. 


The indiscriminate use of oral nystatin, particularly in inadequate doses, can 
lead to the development of resistant strains of Candida, as is seen in the recent 
clinical and experimental studies of N. L. Littman, et al. (Antibiotic Annual, 
1957-58, p. 981). Therefore, unnecessary use of this drug should be guarded 
against. Certainly, in the absence of proof that the addition of nystatin to tetra- 
cycline prevents Candida infections, and in view of the infrequent occurrence of 
such infections after tetracycline therapy, this combination should not be rou- 
tinely prescribed when tetracycline is needed. 





ZOXAZOLAMINE 





The recent news release by Dr. L. E. Burney, U. S. Surgeon-General, on 
the ''great promise" shown by zoxazolamine (Flexin-McNeil) for the treatment 
of gout is based essentially on the studies reported by Dr. J. J. Burns et al. in 
the Amer. J. of Med. (25:401, '58). During the course of metabolic studies with 
the drug, which has been used for some time as a muscle relaxant, it was acci- 
dentally discovered that it caused the excretion of large amounts of uric acid into 
the urine. When the drug was administered to subjects with chronic gout, a 
marked and continuous uricosuric response was elicited. This effect was shown 
to be due to an inhibition of tubular reabsorption of urate. It should be noted that 
a sister drug, chlorzoxazone (Paraflex-McNeil), shows no uricosuric activity. 





Although optimum dosage schedules remain to be established (the Medical 
Director of McNeil Labs. recommends 125 mg. three times a day), there seems 
no doubt that zoxazolamine can be classed with probenecid (Benemid-Merck) as 
an effective agent for the treatment of chronic (but not acute) gouty arthritis. In- 
deed, its value in chronic gout would appear to rest on a more secure clinical and 
experimental basis than its use as a muscle relaxant. Side effects of the drug in 
the relatively small doses required for urate excretion appear to be mild - mainly 
nausea, lightheadedness, and occasional drug rash. 
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